•Forum• Summary: The new diagnostic category in the Depressive Disorders chapter of DSM-5 entitled 'Major Depressive Disorder With Mixed Features' is applied to individuals who meet criteria for Major Depressive Disorder and have concurrent subsyndromal hypomanic or manic symptoms. But the operational definition of this new specifier is much closer to that of hypomania and mania than to the definition of atypical depression or the older 'mixed depression.' Moreover, multiple studies have shown that the characteristics of individuals with this condition and the clinical trajectory of their illness is much closer to that of bipolar patients than to that of depressed individuals without comorbid hypomanic or manic symptoms. Thus we believe that this condition would be more appropriately placed in the Bipolar Disorders chapter of DSM-5. We also believe that this blurring of the depressive disorder-bipolar disorder boundary is one cause for the low inter-rater reliability in the diagnosis of Major Depressive Disorder. 
One of the major surprises of the DSM-5 field trials was the very poor inter-rater reliability of clinicians when diagnosing major depressive disorder (MDD). Independent assessments of patients interviewed on separate occasions using standard clinical interview methods in routine clinical settings at eleven academic centers in the United States and Canada found that clinician agreement about the MDD diagnosis was in the questionable range (Kappa=0.20-0.39). The pooled intraclass Kappa was 0.28 (95% CI 0.20-0.35) at the adult field trial sites, and 0.28 (95% CI 0.15-0.41) at the Child/ Pediatric field trial sites, respectively. [1] Why are clinicians so inconsistent in their recognition of MDD, one of the most frequently treated conditions in clinical psychiatry? One possible explanation is that the bewildering array of proposed diagnostic subtypes -which seem to change at least once a decade -confounds the diagnostic process. In most cases, clinical psychiatrists diagnose the subtype of depression as part of a comprehensive evaluation of a depressed patient and are expected to use information about the presumed subtype to decide on the treatment plan that is most likely to effectively treat the symptoms and relieve patient distress. But which of the proposed classifications of subtypes are most clinically useful? Depressive disorder has been variously subtyped in a wide variety of ways depending on its clinical features and presumed etiology: endogenous or reactive depression, organic or psychogenic depression, retarded or agitated depression, anxious depression, depression with psychotic symptoms, mixed depression, atypical depression, and so forth.
The recent DSM-5 [2] addition of the 'Major Depressive Disorder With Mixed Features' moniker to this alphabet soup of depressive subtypes (called a 'specifier' in DSM-5 newspeak) may have further muddied the waters. By including individuals with subsyndromal manic symptoms who may be better classified with the bipolar disorders [3, 4] under the MDD umbrella, this specifier expands the scope of MDD and, thus, may increase the difficulty of improving the interrater reliability of clinicians diagnosing MDD. The criteria for this specifier listed in DSM-5 [2] [2] item 'C' (above) is changed to read "C. For individuals whose symptoms meet full episode criteria for both mania and depression simultaneously, their diagnosis should be manic episode with mixed features." (reference 2, p.150)
This characterization of MDD with mixed features is quite different from previous descriptions of 'mixed depression', a subtype that clearly fits within the overall group of depressive disorders. It includes typical manic symptoms that are rare among patients with mixed depression (such as elevated mood and grandiosity) and excludes other symptoms that occur frequently in mixed depression (such as irritability, psychomotor agitation, and distractibility). [3] Given this fundamental change in the characterization of the condition, should this subtype remain within the group of depressive disorders or be re-classified as one of the bipolar disorders?
Over the past 20 years, many studies have shown that depressed patients frequently have manic symptoms intermixed with depressive symptoms. [5, 6] Mixed syndromes are more common in bipolar depression than in unipolar depression, but a substantial subgroup of patients who meet MDD criteria have concurrent manic or hypomanic symptoms. [7] The mixture of symptoms may be most evident when patients present for treatment, or they may appear during ongoing treatment. In some patients, treatment with antidepressant medication precipitates the emergence of mixed states. [8] In patients with MDD, the presence of co-occurring manic symptoms has been associated with an increased risk of suicidal behavior, [9] more depressive episodes, [10] poorer response to treatment, [10] more atypical features of depression, [6] younger age of onset, [6] and increased familial risk of bipolar disorder. [6] Given the different trajectories of MDD patients with and without mixed features, some authors have suggested that antidepressants should be avoided or only used with caution in depressed patients with cooccurring manic or hypomanic symptoms, and that mood stabilizers should be used before antidepressants are started. [11] Long-term prospective studies are needed to assess the validity of such an approach, but if treating MDD with mixed features with mood stabilizers results in better clinical outcomes than treating them with antidepressants, this would be a strong rationale for considering this condition a bipolar disorder, not a depressive disorder.
A definitive answer about this issue may be many years in the coming, so in the interim clinicians need to carefully distinguish MDD patients with and without cooccurring manic symptoms and consider the early use of mood stabilizers in their treatment of MDD patients with mixed features.
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